Amendment in Response to Office Action mailed June 23, 2010 
U.S. Patent Application No. 10/694,569 

REMARKS 

Reconsideration of this application is respectfully requested in view of the foregoing 
amendment and the following remarks. Claims 1-25 were pending in this Application, claims 21- 
24 remain withdrawn, and new claims 26-32 have been added. Claims 1 and 20 have been 
amended. Accordingly claims 1-20 and 25-32 are presently under examination. Support for the 
new claims and amendments may be found, for example, in the original claims, and in the 
specification at page 2 lines 10-13, and page 4 lines 5-6. No new matter has been introduced. 

In the Office Action: 

• Claims 1-19 and 25 were rejected under 35 U.S.C. § 103(a) as obvious over Bock et 
al. (U.S. Patent No. 6,869,948; hereinafter "Bock") in view of Faour et al. (U.S. 
Patent Publication No. 2004/0204413; hereinafter "Faour"). 

• Claim 20 was rejected under 35 U.S.C. § 103(a) as obvious over Bock in view of 
Faour and Parikh (Handbook of Pharmaceutical Granulation Technology, 1 st 
edition, 1997 pages 60-72; hereinafter "Parikh"). 

Applicants respectfully traverse the rejections and submit that all claims pending herein 
are in condition for Allowance, for the reasons set forth below. 

Obviousness Rejections 

Claims 1-19 and 25 were rejected under 35 U.S.C. § 103(a) as obvious over Bock in view of 
Faour, and claim 20 was rejected as obvious over Bock in view of Faour and Parikh. To the extent 
this rejection might still be applied to claims presently pending in this application, it is respectfully 
traversed, and reconsideration is requested. 

The Office contends that Bock discloses a granulate formulation of meloxicam in Table 1 
and Example 7 comprising meloxicam, and that Faour discloses a pharmaceutical composition 
containing a Cox-ll inhibitor and a muscle relaxant that may be in granular form and contain 
sweeteners and flavorants. With respect to claim 20, the Office argues that Parikh teaches a 
variety of binders to be used in granulating granules. Applicants respectfully disagree with the 
Office that Bock, either alone or in combination with the secondary references, teaches or 
suggests the claimed methods. 

Claim 1 has been amended to recite "wafer soluble granules comprising: (a) meloxicam; 
(b) a salt forming agent ..." and claim 20 has also been amended to recite "water soluble 
granules comprising meloxicam, meglumine Applicants submit that these amendments, 
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which do not affect the claim scope, make it clear that it is the entire claimed granule that is 
water soluble, not just one of the ingredients thereof. 

Bock does not teach or suggest such a water soluble granule. The Office points to Table 
1 of Bock, and also argues that the "goal of Bock is to produce water soluble meloxicam 
granules for inclusion into tablets or capsules (see Examples 6 and 7)." Applicants respectfully 
disagree. Nothing about Table 1 suggests that the meloxicam and meloxicam salts in Table 1 are 
in granular form. With respect to Examples 6 and 7, nothing in Bock suggests that such granules 
are water soluble, and in fact, these granules are over 51% (Example 6) and 67% (Example 7) 
composed of insoluble ingredients, such as cross-linked polyvinylpyrrolidone, microcrystalline 
cellulose and silicon dioxide, and thus it is not chemically possible for such granules to be water 
soluble. Dr. Folger confirmed the insolubility of these granules in his Declaration, when he 
pointed out the insoluble components of the granules and concluded that the Bock granules as 
a whole are not water-soluble. See Declaration of Dr. Martin Folger submitted on May 1 1, 2009, 
at paragraphs 15, 20. 

The Office also argues that "the granules of Bock possess similar dissolution properties as 
that instantly claimed as the formulas are sufficiently alike in makeup." Office Action at page 5. 
Applicants respectfully disagree. A side-by-side comparison of the Bock granules with the 
presently claimed granules makes it clear that they contain different ingredients, and thus there 
is no reasonable basis for the Office's assumption. 
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Claim 1. Water 
soluble granules 
comprising: 


Claim 20. Water soluble 
granules comprising: 


Example 6: Insoluble tablet 
formulation (compressed from 
granules) 


Example 7: Insoluble capsule 
formulation containing 
granulated meloxicam 


meloxicam 


meloxicam 


meloxicam 7.5 mg 


1.7% 


meloxicam 7.5 mg 


4.2% 


a salt forming 
agent 


meglumine 










a binder 


HPMC & povidone 
(both soluble) 


microcrystalline cellulose 
& cross-linked polyvinyl- 
pyrrolidone (both 
insoluble) 232.5 mg 


51.7% 


microcrystalline cellulose 
& cross-linked polyvinyl- 
pyrrolidone (both 
insoluble) 1 18.3 mg 


65.7% 


soluble polyvinyl- 
pyrrolidone 10.5 mg 




a sugar or 
sweetener 
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a carrier 


glucose monohydrate 


lactose 205.0 mg 


45.6% 


lactose 23.5 mg 


13.1% 


a flavoring agent 




none 












Mg stearate 4.5 mg 


1% 


sodium citrate & Mg 
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9.3% 










silicon dioxide 3.5 mg 


1.9% 


Total Insoluble 
components 


0.0% 


Total Insoluble 
components 


51.7% 


Total Insoluble 
components 


67.6% 



7 



Amendment in Response to Office Action mailed June 23, 2010 
U.S. Patent Application No. 10/694,569 

Thus, to the extent that the Office is relying on an argument that Bock's granules are 
inherently water soluble based on "sufficient similarity" to the claimed compositions, such an 
argument fails for at least four reasons. 

First, as is evident from the comparison in the Table above and as discussed by Dr. Folger 
in his Declaration, the claimed compositions are not the same as those of Bock. It is extremely 
doubtful that one skilled in the art would interpret the presently claimed compositions containing 
0% insoluble components as "sufficiently similar" to Bock's compositions containing 51.7% and 
67.6% insoluble components. Zero percent is very different than 51.7 or 67.6 percent. Similarly, 
with respect to new independent claims 27 and 32, which recite water soluble granules 
consisting essentially of various soluble components, Bock's compositions cannot be "sufficiently 
similar" composition because of Bock's extremely high levels of insoluble components. Further, it 
is not apparent from Example 7 of Bock whether the meloxicam is granulated by itself and then 
mixed with the other components, or whether the entire formulation is present in each granule, 
so Example 7 of Bock thus is different from the claimed compositions for yet another reason. 
Thus, the Office's reliance on MPEP § 21 12 is misplaced. 

Second, as is evident from the comparison in the Table above and the Declaration of Dr. 
Folger, Bock's granules are insoluble in water due to the presence of very large amounts of 
insoluble components. The Office does not present any evidence to contradict the sworn 
statement of Dr. Folger that cross-linked polyvinylpyrrolidone, microcrystalline cellulose and 
silicon dioxide are all insoluble in water. Thus, the Office cannot legally disregard Dr. Folger's 
Declaration. 

Third, to legally establish inherency "the examiner must provide a basis in fact and/or 
technical reasoning to reasonably support the determination that the allegedly inherent 
characteristic necessarily flows from the teachings of the applied prior art." Ex parte Levy, 1 7 
USPQ2d 1461, 1464 (Bd. Pat. App. & Inter. 1990) (emphasis in original), cited in MPEP § 2112 part 
IV. No such showing has been made here. Bock does not claim that the granules in Examples 6 
and 7 are water-soluble, and the Office provides no evidence, factual basis, or technical 
reasoning in support of its assertion that Bock's granules are water-soluble. Thus, the Office's 
rationale for its inherency argument is fatally flawed. 

Fourth, the Office's assertion that Bock's granules are water-soluble in the face of the 
evidence and Declaration to the contrary is effectively an assertion of Official Notice, and 
Applicants maintain that no proper obviousness rejection has been made here. As the MPEP 
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states at § 2144.03, "Official notice without documentary evidence to support an examiner's 
conclusion is permissible only in some circumstances" and that "[i]t is never appropriate to rely 
solely on 'common knowledge' in the art without evidentiary support in the record, as the 
principal evidence upon which a rejection was based." In support of its discussion on the 
limitations of using Official Notice, the MPEP cites In re Zurko, in which the Federal Circuit held 
that: 

With respect to core factual findings in a determination of patentability, however, 
the Board cannot simply reach conclusions based on its own understanding or 
experience -- or on its assessment of what would be basic knowledge or common 
sense. Rather, the Board must point to some concrete evidence in the record in 
support of these findings. 

In re Zurko, 258 F.3d 1379, 1386 (Fed. Cir. 2001). Here, Official Notice has been used to make core 

factual findings as to whether the limitations of the claims are obvious over the prior art, and as 

to the factual contents of the prior art. Under the law set forth in Zurko, and explained in the 

MPEP, however, such use of Official Notice is not proper. Instead, the Office "must point to some 

concrete evidence in the record" to support such a rejection. No such concrete evidence has 

been provided. 

Bock thus fails to teach water soluble granules comprising meloxicam salts. Also, as the 
Office acknowledges, Bock fails to teach sweeteners, flavorants, or that its granules dissolve to 
form a clear solution within 1 minute. The secondary references fail to supplement the 
deficiences of Bock as a primary reference. Faour is cited as disclosing sweeteners and 
flavorants, and Parikh is cited as disclosing various binders. The Office argues it would have been 
obvious to combine Bock with Faour and Parikh "with a reasonable expectation for success in 
arriving at a water soluble granule composition". Applicants respectfully disagree. Faour's 
teachings of sweeteners and flavorants, and the Office's provided motivation of "impart[ing] a 
nice flavor to the composition" is insufficient to compensate for Bock's failure to teach water 
soluble granules comprising meloxicam salts. Similarly, even though Parikh teaches a variety of 
pharmaceutical components, it does not compensate for Bock's failure to teach water soluble 
granules comprising meloxicam salts. Thus, even the combination of Bock with Faour and Parikh 
fails to teach or suggest the claimed invention. 

In addition, a prima facie case of obviousness has not been established because the 
Office has not provided any support for the conclusion that there existed at the time of the 
invention an apparent reason to modify the insoluble granules of Bock to alter their solubility. 
Rejections on obviousness grounds cannot be sustained by mere conclusory statements; 
instead, there must be some articulated reasoning with some rational underpinning to support 
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the legal conclusion of obviousness . See KSR Int'l Co. v. Teleflex Inc., 127 S.Ct. 1727, 1740-41, 82 
USPQ2d 1385, 1396 (2007); In re Kahn, 441 F.3d 977, 988, 78 USPQ2d 1329, 1336 (Fed. Cir. 2006). 
See also MPEP § 2141 . The Office's cited rationale that a person skilled in the art would combine 
the teachings of Bock with another reference is such a conclusory statement. 

Without using Applicants' claimed invention as a roadmap, there is no guidance for the 
artisan to modify Bock's granules. It is well-established law that obviousness cannot be proven 
using hindsight, that is, it "is impermissible to use the claimed invention as an instruction manual 
or 'template' to piece together the teachings of the prior art so that the claimed invention is 
rendered obvious." In re Fritch, 23 U.S.P.Q.2d 1780, 1784 (Fed. Cir. 1992). See also In re Gorman, 
933 F.2d 982, 987 (Fed. Cir. 1991) ("It is impermissible ... simply to engage in a hindsight 
reconstruction of the claimed invention, using the applicant's structure as a template and 
selecting elements from references to fill the gaps."). This law has not been obviated by the 
Supreme Court's KSR decision. As explained in the post-KSR case of Takeda Chemical Indus, v. 
Alphapharm Pty., 492 F.3d 1350, 1357 (Fed. Cir. 2007), it "remains necessary to identify some 
reason that would have led a chemist to modify a known compound in a particular manner to 
establish prima facie obviousness of a new claimed compound." No such reason is found here. 

Hence, the cited references taken alone or in combination do not teach, suggest, or 
make obvious the present invention, and Applicants respectfully request that the rejection be 
withdrawn. In view of the foregoing, all of the claims in this case are believed to be in condition 
for allowance. Should the Examiner have any questions or determine that any further action is 
desirable to place this application in even better condition for issue, the Examiner is encouraged 
to telephone Applicants' undersigned representative. 



Dated: November 9, 2010 Respectfully submitted: 

Edell, Shapiro & Finnan, LLC /June E. Cohan/ 

1901 Research Boulevard, Suite 400 . c „ , 

Rockville, MD 20850 P^trnSon No 4. 741 

Telephone: 301 .424.3640 Registration No. 43,741 

Facsimile: 301 .762.4056 Attomey for AsSignee 
Customer No. 28515 
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